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Our Therapeutic Drug Monitoring Service has observed several unusually low vancomycun concentrations in serum from patients receiving vancomycin concurrently with mezlocillin or piperacillin. Mezlocillin and piperacillin are both known to inactivate aminoglycoside antibiotics: a bond is formed between the beta-lactam ring and an amino group on the aminoglycoside, the product being a biologically inactive amide (1 
IN

46285) to give a vancomycin concentration of 54.5 mg/L.
Piperacillin was added to give concentrationsof 0, 125, 250, and 500 mgfL. Identical dilutions were prepared with mezlocillin. In addition,samples ofdrug-freeserum were prepared which contained only piperacillin or mezlocillin in the above concentrations.All samples were maintained at room temperature and assayed in duplicate at 0, 1, 2, 6, 12, and 24 h. All vancomycin concentrations ranged from 49 to 55 mg/L (mean 52.37, SD 1.74) at time 0, and there was no significant change in these concentrations over the 24-h period, in either blank serum or mezlocillin-or piperacillin-supplemented serum. Interference by piperacillin or mezlocillun was negligible during the 24-h period. (1) . Previous studies have attempted to measure the total activity of these enzymes in brain tissue, to estimate the amount available for release. We compared two solutions commonly used to extract these enzymes from brain, 50 mmol/L Tris (pH 7.4 at 25 #{176}C) and 100 mmol/L ammonium acetate (pH 9.5), with and without Triton X-100 surfactant, 10 mLIL, to determine which solution extracted the most CK, AK, and LD from samples of cerebellar cortex obtained within 60 mm of death from a large normal mongrel dog. Each experiment was performed in triplicate. Samples of brain were homogenized at 4#{176}C in 19 mL of solution per gram wet weight of tissue, centrifuged at 15000 x g for 20 miii, and the supernates were diluted 10-fold in 50 mmol/L Tris (pH 7.4, at 25 #{176}C) with 20 mmol/L added dithiothreitol to stabilize the enzyme activity (2). Total CK, AK, and LD activities and CK isoenzymes were measured as described previously (3). 
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